WO 2005/014038 1 PCT/JP2004/0 11488 

w m m 

[oooi] ^mv^^mmm-r^o xonmz.^ -^irna^t^/^n 

[0002] m^ff <£>fg pT!7^^{::fi % J2Jn r tf>«fc5fcRRJI L a s S>5o -f^/v^-t^^ 

^®»^^®(^^/V^V[^jfiL^^0;HA]^j;tJ«y^^ 

[0003] ^ 4>-ys^>--*fv4/^(Dm^mnmtf, ^^^(D^m^nx 
, ^(D&otzfaWLfr&hti^m&xh, mzim<Digm-t)mmt5tix\,^ 0 4*4?> 

[0004] ^^^^OW3ai4^«^^(^^jffi^^ 0 ftiffcb, i^v—XVO^^^IlBIg 
®^>9#6 0 */c x ff^^^c?)^{*, mZ.lt. 1992~1993^tf>fV:7,^>' 
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^©lft»Jo5:oT*»feBI*WfcMe>dMc/j;Srfc3ftS#< % glared:, fE*n7^^o 
[0005] t£*©!7^XT?tt*H^ )lttK(W^«J|je)^ftS^5rtW:»a^A/^-5rig*c*> 

t£&m$Lm&mmvmzy?^m&w&ffiM&tLX\,^ 

[0007] ^^u^^tvxmw^mmmxhmmmnx^w^^^h^tmm^ 

Mm^^mM^i-^M^hh^m^^m^mhm^.thx^^o 
fcfcwmmmm*i-z£?f3:h<DhttmM&frx\,^ 0 

[0008] #£4#fF;£&fcl Q. Clinical Investigation, 1 10 (8) , 1 1 75-1 1 84, (2002) ) 
% Poly (I : C) ^7v?a/^yit SUV^ffcwhole (<£#:) -iV^/i^O'lf rMA'*£ 
^ti^£&T&^Lfcr^|^§;^£tLTV^^^ UJ»U IgG^L^_b#{iPoly (I:C)«r 
*P^V^^^^4ffiV^^^^|^^i (D [2|2^^$tLTV^c UttfSoT, Pol 

[0009] ##f^^:^2 (Invest. Ophthalmol. , 10(10), 750-759 (1971) ) $d£Xf#W 
f*F:£i£fc3 (Invest. Ophthalmol. , 10(10), 760-769, (1971) ) fi, Poly (I:C) 
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[0010] WfF^Cifel (#^Bg50-2009-^(US3906092)Merck&Co) iffT^a 

/•^M^y^u^K (Poly (I : c) «r£tr ) &ft\Z.%zb ±5 , ^syfrmsV V? 

[0011] ^#fF^:^4 (Veterinary Microbiology, 88(4), 325-338, (2002)) fi, Po 
ly(I:C)SrT'^<^bfci-S^^b!7^>^rJ|»ertS««, IgG, IgM©#fcfc± 

[0012] ^#fr^C£fc5 (Proc. Soc. Exp. Biol. & Med. , 133, 334-338(1970)) fit, 
Poly(I:C)^T^/^h^bT¥#«^#abT^-r5B#, ik^^:^_b#-r 

[0013] ^#fr^Ctfc6 (The Journal of Immunology, 149, 981-988 (1992) =3 
#fF3c£fcl : #^HS50-2009# 

^#fP^Ml:J. Clinical Investigation, 110(8), 1175-1184, (2002) 
^#fFAi^2: Invest, Ophthalmol. , 10(10), 750-759(1971)) 
##fF^Ci^3: Invest. Ophthalmol. , 10(10), 760-769, (1971) 
ftfttPFJCtfcl: Veterinary Microbiology, 88(4), 325' 338, (2002) 
2¥Wf?JCfflt5 :Proc. Soc. Exp. Biol. & Med. , 133, 334-338(1970) 
##fF^C^6:The Journal of Immunology, 149, 981-988(1992) 

[0014] ±3£©J;5fcJ|Ki&©* % «§BJ§fS> #fiKfi!#"t-5t#, tfc^Tv^vh^iiKT 
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[0015] ±|BMmitt, V7^~ybttmtbhfcm\<^tz.m&, -#$1RNA(#iJ*l«\ Poly (I: 
[0016] ±7&(D^oKs ^n<D^^>-7jU=c^UAU^>n, ^WiV t^Xtt 

[0017] z^x\ ^^(D^^/^^^Mcm^xr^^hmm^p^^m 

^^hbvx^u^mmB^^^yh (ctb * ) v ^Mtt&mmbfttc 0 uo> 
u Kbx(DmM-& J **^z-tcM&, ^^mmnmffiwmmmtezmmmtm^ 

x%ttt>^ £V£±t£v?^W£Z>bnx.bfrz> 0 isAn. ffifc%k<Dm2m&&m 

*mmte5-6 0 xm, mtcKm^m^htbx^^b^h, m^mum^mgA^ 

munvtcb 

^xt>mm^ffi<%3ki£x^mx%t£\, ^bnx.b^ 0 
[ooi8] zz.x\ ±M<DW£.voj$ft*Mmu s m&mzkmm-fZToiim^w?— (t 

[0019] t£oT, OT£*§#W5 0 
[0020] (1) ^m^(Dfcib<D^7^^Xh^X, 

A) -^RNA;^oJ;a? 

B) ^Jl^^^^-^^h^^fc^^^b^, 

[0021] (2) _L|B^«, ^^^#tp N Ii@l^|smoi7^> 0 

[0022] (3) JifB^i^^f*, 7R*f ffr^^MVW*. AXT^'M/K^ 2KJJ;*-$mVV 
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hiv), n 0 mm* mm&m, -o-^^^brnm. m^m^n^^m^ht^ 
mzvmvizinz. m g i izmmw??-^ 
[oo23] (4) ±mmmm*. -o-y/^^v^^x-cfoz, mm \^m<o^^^ 0 

[0024] (5) ±|B^3.=S'ht4, >fX7^xyf t^^OHA, NA, Ml, M2, NP, P 
Bl, PB2, PA^J:tms2d»e>**#J:5a^$ti^^*<^fcio©^^My|s^ 

[0025] (6) JifE-^RNAte, #^IgA£jg£r5&-+#&^T#£-r5, gig 

[0026] (7) ±|E— *0RNAfi, 0. l-10mg/ml<D^it-e#^'r^ > 3Sgl^|B«c© 

[0027] (8) ±|SZl*«RNAO^XW: % 10 2 ~10 8 bpT*fc£, ^Sg U£iEi&<7)!7^^ 0 
[0028] (9) JifB^^^.-^htt, ^fc<W>NA*fcfiHA«r&tf, ^SB lfclfB*W>!7^ 

[0029] (10) ±|B— *&RNAW\ Poly(I:C)«r£tf % l^|B#©y^^ 0 

[0030] (id mmmB&^ffii-z>tc.ib(Djjmx-3b<>x, 

a)Z*lRNA;^J;t; 

[0031] (12) _LfE!7^^&-^ ^<^2®=fT^6, ^g llfc|E*0^«fe 0 
[0032] (13) ±|E!7^^-^OS-^tt, WfiB^^<^l51W^±*t?*)S, =t«9^L<{±3 

51IW£A±-CfcS, ^ g 11 MIE«c<£>;fr£fc 0 
[0033] (14) _bfB ~«(RNAte, Poly (I : C) «r&tf > ^ B 1 1 fcfBtt©#Jfe 0 
[0034] (15) «ffe£Jft«B&r3fc*©J7^>^y^*o-C, 

A)3KrJBa9:#©/tftoi7^^a!>oT 

a)Z*iRNA;^U! 
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[0035] (i6) iia^^^oift-^tt, ^*<w>2®fT*>ns, m ni5fcmm<D*vK 

[0036] (17) ±IS!7^>'(D^«^PS^/>7fc<^l3iraW-hT*>5, £W&V<te3 

[0037] (18) ±3S— *«RNA»4,Poly(I:C)Sr^tP,3SB15H:lB«©'¥s'K 

[0038] (19) Z*iRNA(D, 37^^^fA)^^^fcfe(7)^ffl 0 

[0039] (20) ±flH-*«RNAtt, Poly (I:C) «r£t?, 3g @ 19HllE*©flgffl 0 

[0040] (21) Z*iRNAO % &W8t*<Dlt}b<DV#^l'<DW&<Dltlto<Dtiim, 

[0041] (22) ±IE-^RNA«,Poly(I:C)^t?,^@21^|E«^ffl 0 

aw ©a* 

&-vtzy*^i&ifc&mm£iriz> 0 riucttK Mill ^^/i^^s^/i^-ch: 

[0043] [MEIltt, l8ttWt!:*5V^M^n5, PolydrOcOT^^^^h^m^-rx — 
MttU Jfct*<F©IgA*$r^1- 0 

[IU2]|l|2tt > HJS#!l^*3V^TM^^tb5, PolydiOOT^^^Vh^jmSr^-r^— 

[05]ni5tt % ^^tD^^^ffiojprt^^^^s^tt^i-Ei-efe-So Jb« 
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^KOPoly (I : C) TO^v^^vhn— /K£>CTB * £^-To 

o 

[0044] wT^*3Pj£ta^-r5o *pjiH«(D^^^fc»9, «^<£>*m«, 
[0045] cmm) 

Ms ^m^tcamm^m^xm^o z&fT-^kvxn, m*-^ bc 
g, mm, #?y*\ 7k2t, m^, *3fc^<^^, 4tK, ndv, -?uy?ffite¥& 
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[oo46] ^mmm^^^x^mitircmti^ v?^mtfcj%t^x®imtstiz>, m%km% 
&mif btiz&%frbte.mfeztit&\ ^mmm^m^x^^mmstt^ mm 

[0047] ^P^iB^^v^-r^^r-^y^iyb^ji:^, rj£#j^vH\ ^cd£?& 

mz-&ffifc£<9i'EMLx-k£.\,\ ^(D£??£xmnm%ftmz$$\,^xm%axfrio^ m 
mz*iz>h<Dxm^ mis^tismti, nm. ^^-^t^m^^xmm-r^t^x- 

(NA) x vMJ^(Ml, M2), #*3S(NSK aKU*9— (PBl, PB2: i&S'&xW 
7—^1*5^1^2, gfet&KJW— - 2(PA)h ^y/^f(NP)/j;^i7), fl^©*® 

[0048] *M*B»Hi*5V^rT^a/^j tn, &&£Mt$b&mi:18&'+&k^ 
[0049] *MHB#^V^-crCTj*fcW:r3l^9^3|fjttt % nlxy® (Vibrio cholerae)(D 

3^hn— /istvxmmztiZo 
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[0050] *Wmmz&\,^Xt -^mRNAjbte, &M(Dr.$:m<7>RNA$:\,^ 0 ^OlMX 

om&mZt/vty^tlX^^^o ^?>J;5&— ^llRNA.bLTte, Poly(I:Ch Pol 
y(A:Uh Po\y(G:C)teb*tfmfbtlZfrZtlbK$Rfe£tlf£\,\ 

[0051] *WmmzteV^xrPo\y(I:C)lkl^ ^M/^m(pl) btfV v^^gl(pC) b 
%^t?—*mRNAXh<9 , ±.jfc(D ~ ^RNA(D|5IS ft A5 0 

[0052] #BJ*H»T1i, ^^^M^fctt^^^^^b*iiM(D^TtLt^^co^i?^bTffl 

[0053] ^mmm^^xmm^ibn, &m&m&'rz>& j fj&m&^% *wmmK 
te^x^mbn, mwmm^^x, mim. wM&Mwzzm^m 
^<D^m^(D^m^^ 0 tot, *<D£?tmWk&$-b^xte, Mz-&, m&&. 

^^/^^(DmAm^mm^mcommm^x-bh^b^^ i&m&^xmg, 

as^st? i %m z.-rz.bh-*imx&z>fribx&z> 0 
[0054] *wmmiz*3^xrmA& j 5-ikfx. mm^m^t^^m^^ 
[0055] ^p^«B»(c*5v>Tr^jg^ji:^, m^\z.i$\^xmmitfcmnm*^u§&^m 

[0056] ^0^|H#^*5V>T^i:$^ r >-r/^«. <^J;5&SS<^ DNA? 

[0057] th^iroT^M^Tfo-S^-f^ibTfi, Tk^^Vl^ f&l^'M/W^ ^ 

y??$<<J\'^ tfV&V'f/l'^ Tf/V^fr 
^/l^^r^/l^ M&V'i^^ SARS!)^ (nnf^^O- W , HIV 

-FV^/isxxfo&o 
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[0058] *&9Wtt*Lki-&mntti* b*<D&?tj:mm-eh'2Xh&<, r?j>m&toWs 
[0059] thKtoxffimifcX'fr&mMti.xte. & b mm, mm&Ws ^yy^^^m 

[0060] if.mWM\^\ ^X ^yy/^y^yf/^] tn. ^vy^y^y(jv^\z.mt^> 
-«RNAW;W&5. HBSt-Mttwa^n— T'Sr^p*,, Ml (jgl^^ff) ^ 
^tt"*>£;ft, ^Jg^OV^ HA(«?M*?I), NA(y^7^^- if)*3j;tJ«M2^ 

[0061] ^>-7/w^^if^^/w^(^^^N 0 ^g(D5* ) HA*3«tU?NA{i, /Ma^lKH:W:*53i 

A/fc^-e#e>tu, ^vmu&mxmjfommizmz, t^ox, ha^^na^s^ 
[0062] *k#b*h:*3v >t r^assugASrjS^i-sm+^jiftj tn, rs^^^fctt 

&X%Z>o 

[0063] ;£Bf3MFte)3l ^ T^MlgAj fcfi, $HB44-Cfc5IgA&V ^<= IgAfct, 
[0064] (*»W^d3V^"CffiM*iV»5— Jtt^-fb^^Sfe^lftM) 
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[0065] &wmmz&\, ^x*mw<Dv?^>n, m^tc^^tc.mmx\ ^&w^w 
[0066] ^y^^v^/isxyf^zmm-rzm&fe. zk-ro&zmw&m^^^t 

[0067] g m(D4>y/^>"f ^M/^^LTte, A/Beijing/352/89 (H3N 

2) ;A/Texas/36/91 (H1N1) ;B/Panama/45/90 ; A/Georgia/03/ 
93 ; A/New Caledonia/20/99 (H1N1) , A/Panama/2007/99 (H3N2 
) ; B/Shangdong/7/97 ; B/Johannesburg/S/gg^^^^jf^^^^tt 

[0068] iixf)©^^ij:, 9-11 0*M8W*0IU£*^ftfcJ;?>lS*gtti\ ^ 

UtOfcCT, (0!|x.fi£* MDCKftBIS) 'f-Cii^^rSo ^/V^tt, Massic 

ot et al. (Virology 101, 242-249 (1980) )iS|a«ftb^fe*^:tt^^ 
^j;t))»$4i-5rt^-e#5 0 g^gfc-grfcf*. ^>T^JBI»?K«r8000rpm-eiS^^«l 
(WZ.t£s Sorvall RC5C3&k#StSo GS-3p— ) LTWaMfcU J&V^Beck 
man 19§!n— "C18, 000rpm^2B#Kj&fr#||tbT^l^5*£-*-5 o 

[0069] '<Ws'HkW/^STE(0. 1M NaCU 20mM Tris, pH7. 4, ImM EDTA 
) tpiCWBMSU 4, 000rpmT10#^fr#8l(Hermle 

Z360KjS^Ht«) LT, MMVl&Vfcii-rZo -tflf 2ml£r, 60%^a*S 2ml £ tST 
E^«Lfc_LJi<D30%v'3^ 7ml^^^5^igcv'3«S^Jia_b^®ib, 36, 00 
0rpm(SW-40d— ^— N Beckman) *C90#&<fr#«t-t-5o 

[0070] ^VK>fb^/K*£#ffiT*lte*U STE*C10ffiPJ£*Rl/C, 30, 000rpmT?2P#ffi 
(Beckman Ti45n— ) ^U-yHb^So &f-^^Mb^^£-70 o CT$d£ 
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[0071] m.&x.DNA&ffizm^xmm(wz.i^ cho-k 

l*fflia) tC«t»)^m-r5ii:iS-e#S 0 ISm^^-ib-Cfi.pCXNCMatsunami K 
. , et al. , (Clinical & Experimental I 

mmunology 126(1), 165-1 72 (2001) )^*mmtt^h&X%Z>ft*:fob\Z.m 
^tl/«eV\^S^Ufctt(i, ^mmmm(8% Triton X-100, 2M KC 

i> lOmM v^m-t-hvvj*MffimpH7. o))mc^mu mmcDPBs^M^xmm 

U MZ-&, 360, 000rpmXm>bftM(MZ-l^ Beckman XL-70^fr#gt^Ty 

pe 55. iTiv-?-)tt^k\z£v^m®Lmft*mi&-fz>o m^titc^^m 

^K^^M^^^^i^fdT^^^-^^A^^^^^, 0. 1M ^y^V-HC 
1,0.1% Tween 80(pH2. 7)m, pHZ(Dm<DmUz£Vffig-jj%m% J &l'tbZ> 

mmzm\,^xmmu mm-r^t^x^ 0 t.t^ mmmmm. m^ttmrnzzz 
mrmmmm. mmmmfczzitmrn. ^^r^^/WDEAEj-sepharos 
e , diaion HPA-75(=mtmmfflm%m\<^mj*>&&?v~?h? f 77'(~- 

^-f-fe, ^iit£ffiV^c^/l4ti®£u *n^K7*— tfS^^gs, 

[0072] Z.(D&0t£mxy?^>*^J&'tZ>^b1)>X%Z> o 
[0073] (Ti^^b) 

[0074] Ti^^Ms, mz.&. s^tvt, mm, &f&-£tctem3=<Dmfkmi<zm& 
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[0075] M—W7*l%> mWo<DTi?*.s<>K 0>Jx.tf* T Mt&WiX £>5 0 7^ 

t©ff^(47/^=^Ai^(cg#$Hfc^^«ttMtrffittftt5r«K 

[0077] ^^yrS5f5<DT^^>-hfi*i£*S»n^:UT^$^TV^(M^^> ^7 
Bordetella pertussis) , yaK#^:fc £t£7u>f ^K^fer^a/^b (FCA) ^Hifc 
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[0078] ffio^tbtt, Ti?*wobtLxn*®.m£inx%x^z> 0 ztitbizmmmtkm 

[0079] *WmWXn, -^mKNAtfT^/^hblrXtizmZtlZo ^©Z^iRNA© 

[0080] Poly(l:C)t>*fc, %&&mzte^xmto<Dtt&m^xWm$'Z>z.k&'V%&o 
<£>51iRUt*^/#y^— £pH7. 0(0. 0. 15*/l4fc-fb-?-h 

y?A)<£y^j^«^;i^^<o^Tig^^ 
[0081] (=n/\i°=i.—?*?y—~>sf) 

VvCfcJ:V\, *38lW-CfcJ\ ffim<Df£&&^1rZx?V—~>yiz£^X&btiti'tk& 

©i.mtt, ^^fc^-^^exy^^.tsm^^ji^tLsr^^iEi^ttSo ^ 

[0082] G£&) 
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coo83] (mmf%&-&tz\tt&jfe&<Dmw) 

[0084] &ffi(Dltlb<D&J*&£Xmi$ l ®) 

*mm<Dmf&v>>, ^^>^xm^ti^m^^m^sw^^vrti,x 
fcmtffl, i&ftm. mm*, m&m, xsztfrnm, mmim, mm. 
mmrn, mmm. mme***. mm. mwft&£xf/*izKm&#rr 

[oo85] ^^jw^THSfefflsnsss^tBr^^Mryr, j»«^w*^tts^b»!iw:, u^br^ 

ttztefmyv^M ■MTkfetfV-T-iMx.l^ aKy^/utrpUK^) ;T5ygK0y 
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apv— WW(0!l*.tf, edta) ;*tT/i^~/W#!I;tk£> -r^h- /i^fctty/Mfh— 
^b*J(WA.tSx Tween, ^n^^(pluronic)^cf*^y^^W^y=»— /V(PEG 

[0086] mmomw&^VTbvx^ *pm88ifc£M&tefcs ttmfa.mT/i'zf^k 

^J^tmJKWtt^fSfcJiSCT^^M^So flfc©M^W>&*a^^tt, pH7. 0-8 
. 5<DTrismffiM^tcnpH4. 0-5. 5®mili^, rfribte, £"b^ y/W 

[oo87] &TK*mw<Dumuj&m<D-mmmnm%m*t 0 mmmmmm, m 
•tz>z.ktfx%z> 0 

[oo89] *»woEM6tt, ^KtoscT^a^w^s^RrtB^^-Y-yr, mnmt&.i*& 

JfcfcM ( 0 ^^^^^l^^- fi-fc^ftfrJK* Remington' s Pharmaceutical 
Sciences, 18th Edition, A. R. Gennaro, ed. , Mack Publishing Compan 

[0090] m* temmm^$nxh<o, *&m^mtimik J *&&m£ti&o 

&}XtbVm> 0 ttaWft-^-f -SS^fctt, 0>Jx.tf , *sj;tf 



WO 2005/014038 1 7 PCT/JP2004/011488 

[0091] ¥?m<DmmMmtz&\,^x^ *&m<D4k^?fctiM&m&^ n^-m^^mm 
[0092] **w©^i»*ffi^v^^$n*ia^<i*©*tt, mm g #k 

M\zimw%.i£. laramiE-i^ mi no fcsi^fe^mfr^iiEi© 

[0093] *&m<DV*<?l<rb2<D&J>XttL, WmtiWtts ft* ffiJK*fettS#^rSs* 

^iDMft^ IfrtelSJ^ftjfev^ a#fifeAl Bfcfd9, gpg^©i^, lOmg 
— lg-Cfe«9#5o ifeSl(Mx.fiSI)^Oi^, 0. 001mg~10mgT*&<^ £?£L 
<i*, 0. lmg— lmg-C*>t)#S 0 

[0094] *w#pi** % r^^jttt.^B^^^^^iWc^tv^tpism^ 

<nmnvx;^tcnmi^m^(D\,^-rti^x^^tin?>o mrau *a^t?*n 

[0095] *M*e*fc*5v>-cr*g^#jtt, ;^w©B^*^%S^5:^£fcf»»r*-5 
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thZo jf^#f^ V^^S^ftt* (package insert) X*foV^ iift'ttJjft^'Cti 

[0096] *3SW©^fe^«tS^BSMe©*lTO J WBfftt, rfTJR<BTyi?^lXtt**ffiJB 
[0097] ^0^Og^fl^(7)lo^±^^vtfcUfclo^_h(D^ 

[0098] (m^^mmmm(Dmm) 

[0099] loO^ffilCfeVvC, ^ISBH^U ^m^(Dtcib<DU^^mmi-^o Z.<DV>7 
^tt, A) Zl^flRNA ; &£t*B) ^/^^^^.^i/hfctil^fc^^'fb^LM, 
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[oioo] *mw<ow?>n. &m&tt£Q*(om&ft®m&mf&i-z>z.kti*h. tarn* 
[oioi] fs-^v^mmmmx^ &mw<D7?^<Dttmttez>mmm-z, m*.t£> trs? 

W'fA'X > TtViMA^ '-*/W<X&'(A'^ M&VJA'^ SARS^MVW^ HIV 

wn. <4is7;is=.zsWjfrx<DmiAm.. bm) ft©ac(wta, hini&^) ^cds 
mt>r>, V4^*&m^ik-rz>z.bfrb, fttem^rnvx^?/^^?^* 

[0102] m^^^mmmmxii, *mmxmmtsti%mmi$<D-y-7'^.^yhte, <4i/?jv*. 

^SMVW^HA, NA, Ml, M2 X NP, PB1, PB2, PA*3«tT^NS2^^?te6Pi: 
(tflRfcf. HA, NA)«rJBl^5 0 it)0*b<tt, ^O^ffiS^^cx^^b^fcC^i] 

;twr, ha^o^t^na) ®.m-Fz>^b&^mx&z> 0 mmzm^zfox^^^y^-^y 

Z>^btf»!mbfj:Z>fabXhZ> 0 

[0103] #£ix«, -^iirna^, ^MigA^^-rs^+^^MST#^-r6 0 

tf>J:5&— *«RNA©»fttt, #Jx.fc£, 0. 1— lOmg/mrtrfc^ ±t)»*U<f±, 0 
. 5— 2mg/ml-Cfc9, £bfc0£L<f*, *&lmg/ml(0IRtf, 0. 8—1. 2mg/ml 
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[0104] $f*b<fi, r*«RNA«: % ftwmisA*m4L-rz>iz-t'frtey-'(?;x*mm&frz> 0 

^<Z>J;9&1MX£:LTte. M*.fi£* 10 2 bp^_bT?fe!9, 0-3 x io 6 b P> £9$?£L<J3: 

[0106] H^lRNAfi, $f ^L<fi, Poly (I : C) «r£tf ffiW — ;£$|RNA(MxJ3\ Pol 
y(A:U), Poly(G:C), ^tb^iS-a-^ifSrfflV^^S^S, Poly(I:C)tt, 

[0107] gij©^D5^*3v^, *mwn, myk&nm*^mirz>tz.isb(Dj5m*m&irz> 0 r. 

(D^r&f*. A)«S4©fcfe©7^fyt^oT, a) -^RNA(»*b<tt. Pol 
y(l:C)) ;*3j:TJ«b)^/^0^^=ixhtftJl, SrStf, J^^Sr, ^<^1IU 

tafc^tB-cfr^as-e^So mm, mm. *>sv uneasy 

[0108] Wf-zs&tt^ »*u<tt, ^<^2IU^f5wt^^-c$ ? § 0 i©j;5/j:^feggsr 

[0109] mmv^^^m^. mmi^p^<thimmu±. ±98P£u<wc33iw 

&.±hVZZk&Z.<Di£.l,\,\ -#«|RNA, Poly(I:C), StDK>5:Wtfi««:*W«il 

[0110] giJ©jaffi^*5V^ #3893 fi, «Jfe^AS^B5-*"Syt*©l7^^F-yhSrifttti- 
5 Q Mi, A)J|fclBSft^0>;fcfc©!7^>^fcoTa) -^^RNA^^b)^ 



WO 2005/014038 21 PCT/JP2004/011488 

mx&Z> 0 

[oin] {^y^^v^^^^yY^m^m^/^-vmm) 

4) ; r«Jgm?>^|# SgSjfcj, ¥Ul3fc£. ##H«B* 5£ftWiR(2 

ooo) ; r£^ftM#JMiu ffl»^tt#»(1993)fc£)&#JS©£fc) 0 
[0112] ^T&-> IUfcf!lt«-3V>-C*»M«:KMi-5^, &T©»Jtt, ^©Itt© 

[on3] sxT<Dmmmx}^ n^t^m^hn^x^m^^^^hhb^tc 
xm.mztiz&m&m^isfro ur<Dmmmx^.mL-tcumn, v^^t^ki;^ 

[0114] mmmi. &J&r.*mKNAXfoZPolya:C)(DTi?x./<^hftm) 

*nMMXfe, 1^J&^§ilRNA£LTPoly(I: C) ^T^/^h^LTfflV^^^ 
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[0115] mm 

^-xiBALB/c-^-xcea*^ m) 

VJ/UX : ■4lS7A'3^f £MVK*H1N1 (A/PR8) *fc (BSURJfeEffl$B@tf OtCSCgP 
ff^tEF Hi 1-23-1) d^A^Ufc) 

17^>':>r>'7/^>'if^^HlNl (A/PR8)#cHlNl (A/Beijing) «c(B 
iUSJteSW^f) ;HlNl(A/Yamagata)«(|lM^W^0f) ;H3N2(A/ 
Guizhou)tt (BSu«!teeW3feBf) ^—^^S^fcHAy^^CS^H&A 
BSAte^W?^ #JI|Jft«W^rfTAeBr2-9-41) 

TS^^h : tfiST^y^hv— /I/£LTCTB* (CTB (aU-^S^fB*^— y W 
N 0. l%CT(3U7#^)Sr^t?),Poly(I:C) 0 
[0116] (#80 

63IS^©BALB/c^^( B#SLC(tfcK 3KSC)«-#5|E-roSrfflV^ PR8HA 

T^^^h£l/CPoly(I:Ch0. 1 ^ g> 1 M g, 3 n g, 10 » stmc^tl^tlO^ 

£&#gHlU &£>f!12iIgH^ lOOpfucDPRS^^/^^if^^/v^^^Al. 2m 
IT ogatUiSlkiMTofco ^i/hn— /W:UCPoly(I:C) 10// g^Wl p. g(D^^ P 

JRU #B»^?ft»f»©IgA, Jfcff t F<£>IgG£rELISA£c£fflV\ JMe^»«f 

[0117] IH^(cM#^bfc^^^40LD (D®:5E*(10 4 - 7 EID (5O%<©3BW»0Pfc: 

50 50 

*3V>T^tt^T^^*O^50000^*) C7)«M/W^20 n li®fkL^<D£ 

[0118] Poly (I : C) &Ti?~s^h fcffl V ^fd&^lV^/V^lf WfS<D?£X BfrP&^-S 
&\Z.MM<Di&5'(ZS7A'=.>*F !M/W*.H1N1 (A/PR8)$<H1N1 (Beijing) H 
1N1 (A/Yamagata)!^ H3N2(A/Guizhou)tfc0>I7^^ii:3 # gCOPoly (I:C 

) btwzfe&&mi'3M&y?'?-><Dfy&&M, $e>^2®^^ioopfu(DPR8-r^ 
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[0119] 

Poiyd: o ^TV^/^Km^tzM^^jv^i/*? ^^^x^mwmmtm 

1 a g-l 0 ix g^ibfcPoly (I : C) bMz.m^W;UUW. K2M m M \ZM^<OV^ 

^■tik^lgGft^^m 1 ^L^Lfco Poly (I : C) (Dm ift#tt^T^/^f^^5: 
&Z>tctbKPo\y (I : C) ©ilJO. 1 ix g^lO fx z^m&m^^^tCDTi?^ 
>hi^m^tc 0 ^<Dfa^m^mfcIgA<DJfc^<DfcmcteM:i&X*0. l;*gOPoly 

d:c) *®mf^mz.mtfc&ti^hfoz> 0 m&%m\mmi$fiz>igA<Dm\-xpo\ 

y (I : C) (Da^WT^^A^if^^Jf^t-tS^^T^^^h^^^^fc 
o 2|lI<D^^t>^Poly(I:C)SrfflV^tl Mg^S^AJS^^^^lOOng/mlW 
ii<DIgA#t^^tk ^IlI(7)^^IJffiCO^#3^ gCDPoly(I:C)»-eiOOng/ 

mgA<Dftw^mm-rz>-b(DT*&>v)i n g(DPR8!7^^^poiy (i:c) i:*{c43irflPS 

■e2HI^-r§<bl . 5 g/ml CDjkc(3IgG^#^tl/c 0 
[0120] 3;fc, [II#(D^^^{4 : ^2IlI@<^^(D2MW^{-100pfu(^PR8^7^^:Jt# 

^10Vu/ml^JiWr>^^ffi^«>^/^ii^|^)S^ J ^^ / f c (|2|2) o U?>>U Poly (I: 

fc, y^>'^T?l//g^±-ro2llI^L.fcSf > 3^g^_b(DPoly(I:C)^lEl^ 
^^©^^fflbfc^«^ofc<^^^0J^im«^e)tt^^o/c([112) o 
[0121] £/c, 1 /xg> 0. 1 /zg(DPoly(I:C)^lH]©^fflL^cl¥^10 a8 pfuy / mK 10 1 
• Vu/ml^^B^^^^/^^iimWl^J^^b^Co !7^^>-^^CD2[HjS^-i¥-^« 

[0122] Poly (I : C) K~ ^RNATfcStf it^igTfcS^i^^f 
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tcib. Poly (I : C) ^lOO^T^P^q^U fcfc^7k±-C?££PLl u g^9^>t 

2lMg/mH£$fc®Uh^<£IgGj£^bl. 5|ig/ml^f>0. 7 /i g/mHC^Lfc 0 
[0123] Poly(I:C)(Ddenature{CioT^/^cDlt^^J^)mt^b^<^ofc 

o 

[0124] &^Poiy a : o mmmM7?^>mm\z£z&ttm<D4>7;^^v4/^m%k 

K£%B&<DW^^^K^^XWmVfro e>mr$mz.\ ix gCDPR8r7^>-i:Poly (I: 

old opr8^^20m w^^^tM£fs-<fc 0 ^^ly^m^t^m 

50 

f£o/c 0 Ld^L^^^Ti^ljugi^iOPolyCLC)^^^^^^^^ - 
[0125] [M 
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^OJ;?^ Poly(I:C) ^T^/^^NtbT^P^fPtc+^^IgAfei^^^ 
[0126] mmM2 : Poly (I : C) #ffl«#!7^^^fcJ:«SSXBS») 
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poiy (i : o wmm^isy^^y^^xmmzft&^^/^^mtik 

>-f ^M/l^ftcHlNl (A/Beijing) $cH1N1 (Yamagata)^H3N2 (A/Guizho 
u) ^fW^^S ix gcDPoly (I : C) £#]@£}^L4M^ \ZMVfa(Dy?^(D^ 
$^^2il^^^l00pfuCDHlNl (A/PR8)^100pfu^^$^(7)3 0 

[0127] 4^^i-r^<|HC^McDHlNl (A/Beijing) tfcHlNl (A/Yamagata) 

H3N2 (A/GuizhouJ^^^fbT^^XSi^-r^IgA, IgG^iWtl^-lVV* 
[0128] rcD^p^PolyC^^^ffl^^^/Poi^ify^^^^^S^^M^a^n 

fee 

[0129] (H»J3 : Poly (I : C) <D ^W^O^c^tt^o V ^X) 

Poly(I:C)^t^cDS#I7^^>'^LTffiV^^^ % ^JJ^f^ifi^LTl^, * 

m#^^^4^m^-e&5 0 ^er-epoiy (i : o (D^±^mm-r^ n &ixba 

LB/c-v^^Of^rt^S^^-fCo 0. 25 M g> 2. 5/zg N 25 /i g(DPoly (I: C) £r2 

5/x i^PBs^^u-^tf^Mv^-ciBrtsa^ofc: 0 mn^i^mmt^m 

V&fc^lf&WL^L-f'o ttmtVX25 n g N 10 v. g N 25 /x gCOCTB * (CTB, 0. 1% 
CT^tp) £1^*11^25 M lOPBSi^f U»l*3gHi<£tfTofc 0 
[0130] EI i<Poly (I : C) ffi ft^S^-^^te^^M RQ ^_k£#U£M 

mki>25ti S mmmx5%(DfomM<>&&bth&<D&xfr^tc 0 —^nm^m^tt 

CTB*(CTB with 0. 1%CT) ^M^Ul-fcm^^ ^XfclO v &&-5-X1/ 5 
m25fxg^X2X5m^:tl : eth4 0 @ T^tbMM^15%^^c 0 

[0131] mm) 

it^$tt5lgG^#:J;^^^^fc5*«m#<^W^mJ: , 9fc#^^^-efe6 0 KJR 
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[0132] *HSSMc0^^m^*^6ir, Poly (I : C) m^mx^^y tV^^^jv^ 

[0133] ^7^i/^m<DmR^myk(Dwm^^m^w 

[0134] ^l^#b^M^^*^W^i^T^/^Ni:bT^-^: 
llRNA-efe^Poly (I : C) Srffl V ^^^TOIgA^^JfiLW^^IgG^^ISc^E 

[0135] ^(D^^^^^^^^^MM^B^^^^^^^^^^^^c!? 

*^T(D#^^— #^^#^^tt^m^-rS^^0. 25 ^ g-25 (j, g/mouse<D 
*<DPoly(I:C)£ffiF^i£ ; fTofc 0 ^(D^m^^U^^$^B^^5/b 
ICO. l%£D^:#^^»Lfc=i^#^(CTB)-C«4 0 @ ^5EtT-f 5^*;^JI<b 
^(10/igS-^PTl, 5, 25/zg^l¥^2/5)^mi5%^_Lc^^^P 5 tlfc 
OKL^fU poloy (I:C)t^ifT1i^t©v^^8 0 ^^#b^a^>^25 g^ 
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xh&^btfTjk^titco 

[0137] ^fc, nm<D^m^h\jx4^yjv^^y{)v^^\^ mR^(ow><Di&WkU 

\ u^^f/l^ an^-r^/l^ TtV^-iW;^ ^vW<;*rM/l^> JE^^/I^, SA 

Rsr>-r/^ N hiv, w 0 mm, mm&m. ^yy/^y^bm, m^m^xi^u^ 
mm<D^^tmm^^><DT^^<iyvt^xhmm^^biv^ 0 

[0138] (mMM4 : TfmW^^MLttFoly (I : C) bW m-TZ>m^>"7s^>W??' 

ybvxm v ^tlb%(D^ffi®)%:) 
5L?T<^— 7VW&3®HA (Split-product vaccine) CD^-CWjK. fto?F0H<£>]7 

^^mmVfcm^Poly (I : C) #ffl^#!7^^^O^tt%5ftMLfc 0 
[0139] (TO) 

T7^>- : ^-^MSHA!7^^(MI3lfeAR5^^a : ^M) , J^/Wyy 
^fM^^fV^Sf&T-I?^^ (Inactivated whole particle 

vaccine) , A/New Caledonia/20/99 (H1N1) ^-f/W*0 (MHi£ABKA:$Sc 
£«F?5£r»t) 

: BALB/c-^^ (6Mfi^ tf|) 0 

[0140] mm 

A/New Caledonia/20/99 (H1N1) >M/^c7)7}vl^y ^fiHb^'M^^ 
^L^yV^S (Inactivated whole particle caccine) (0. 1 // g) £rPoly (I : C) (l 
OO-lOOObp, Sigma) (0. 1 n g) fM^#-f^/^^if I7^^(D!7^^^i: 
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LTBALB/cv^(6M#, «E) fcS-£U 3MM^^[HC!7^^2|1I g Jg-^-L 
[0141] ^<^lMra^{^^©#^^tjktf^(DHA^NA^^i-S^#:^^^ 
[0142] 

^TSte^M/i^^SrPoiy (I : c) m-mmM-^^^^f Wf-^oyyv^sfiL 

[0143] L,**k, l7^^Poly (I:C) ttttl^foO. 1 » gXm^tckZXh, split-produ 
ct vaccine&CTB * cbf^fflUT^^^^^^PS.ih^^^ij^^r^^^^h 
SttOHH^flSS^lRlfPOlSySSr^bfc. ££>M, ^"bcDJ&^te, split-product 
vaccineSrPolydrO^fc^fflV^^&^tJfeSid^^o Lfc^T, split-produ 
ct vaccine(D^--T?«^<, fifc©^ffiO»7^^SHSefflUyt4i^^Poly(I:C)#ffl 

m^y^xDmmmm^x^tc m6) „ 

[0144] : gJMV^/l^VHf !7^^Ti^./^f^LTtf)Poly (I : C) CDft^-CD 

*#£) 

[0145] (fcm) 

^;V^:A/New Caledonia/20/99 (H1N1) p'fA'X 
Poly (I : C) 1MX : (L)10-300bp (Fluka), (M) 100-1 OOObp (Sigma) % (H) 
>3. 3X10 6 bp(Fluka) 
^*:BALB/c-v^(6jlS^ ilf) 0 

[0146] (^«fe) 

A/New Caledonia/20/99 (H1N1) ^/I^OSplit-product vaccine (0 
. 4jug)&#*ft;*;#£<£>Poly(I:C) (10-300bp (Fluka) N (M) 100— 1000bp(Si 
gma), (H)>3. 3 X 10 6 bp (Fluka) ) (DO. 1 n g^V>oLjz^BALB/c^^(6M 
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[0147] 

Poly (I : C) <Dft^-<Djz$£ftlO-300bp&m V^fc^l: >Tffe<£>2i¥«fc»Jfc 

b£LT^ffl#Poly (I : C) <D#^cD*#£^l300bp^i:£#;tibtL5 (07) 0 
[0148] mmM6 : Poly (I : C) &ft(D2frmKNA<Dr*?a.'<>'hftm) 

Poly (I: C) ©»JMV7/toi>if !7^^©T^a/^biL"C©^ fdK£>2;£ 

$gRNAT?fc5Poly (A : U) *5 <fc t^^OPoly (A, U) fcJtKUfc. 
[0149] (*») 

Ti/^/^yh : Poly (I : C) % Poly (A : U) , Poly (A, U) „ 

[0150] (jjm 

A/New Caledonia/20/99 (H1N1) ^/V^^^M^J^tHA^/^n— -f 
>Vfoffi£&%?J>&m^XttAftttW&\s, ^<Dlfx g£Poly (A:U) (Sigma) & 
J:t>^0(DPoly (A, U) (Sigma) <D1 n giV>oLj;^BALB/c^^(6M^> Hi) 
^J1#»!-^U 3H«K2iA©*«r2|HlBfi!-£Ufco -tOiaiWftfc^^AiJfe^ 

[0151] (*&%) 

Poly(A:U)33«tt^^Poly(A, U) KltjT^^^hS^IRfefetbfeo Poly (I: 
C)<DT^/<>"h^tt£i:b^5^ Poly (A: U) N ^(A, U) <Om\Z./b^f)^tc{mQ 
) 

tot, Poly (I : C) ^(D^mRNA^hmM^y^^^^^tmmi-^ 
[0152] (^JfcW : Poly (I : C) ffflg^S4^#tl <^t*D^7 >Va^/*f??s(,V7.<D^ 
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[0153] mm 

Tv^z./^h:Poly(I:C) (100-1000bp, Sigma) 
: BALB/cv|>x (6MS£, tig) 0 
[0154] (#?£) 

Poly (I: C) t-m^m^^tltc^y^^ V^/UX<D-9-^=. s>K HA, 

na, Mi&£WNP(D&mj)$kmmm&it%iistc 0 m-h. A/NewCaiedonia/20 
/99 (hind V4;^fabwm#}tfi*:y?v— -r^ms-fr^^m^ ^tha, n 

A, Ml^iT/NP^H^WMU /* g£Poly(I:C) (100-1 OOObp, Sigma) 

(Dl n g£-$mciBALB/c^*(6M§^ j|g) luftHft^U 3jIW«fc*tl^Ptt© 

[0155] 

MS^Sftfco Ua>U£tf^ HA43J:rmAt!:*H-5«|fefefttJ9aii^J;oTtt^K 

a>ofc 0 lot, HA&£tmA3s^i£^js-c&!9 % if^-^Mcio-c^i^ 

[0156] (HJSM8 : Poly (I : C) ffimt&&^7/l'^>^7?^>'(Dm®&&ftfr%& J 3-m 

PolyaiCJWffl^^^/^^ihV^^VtD^^ffifeSS^IlIfcS^^ 
[0157] (TO) 

A/New Caledonia/20/99 (H1N1) ^/^(D Split-product v 
accine (1/zg) 




[0158] 
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poiy (i : o mm&M*>v/te>^?^<D&to&&mibz&j*m&b&&M 

M&tkttt&ltltok^ A/New Caledoma/20/99(HlNl)«7-f7t^<£>Split-p 
roduct vaccine ( 1 # g) SrPoly (I : C) (100-1000bp, Sigma) <D1 n g£— $tfdB 

ALB/c^Mmm, At) ra&A&#u i, 3. 4, mmm^n^^^^m 

[0159] 

[0160] (H«ij9 : Poly (I : C) ffiffl^-T^/K^lf 17^^- ^thT?©^^*) 

Poly (I : C) fiffflg|K>^7/>3i>if !7^^£Dfcht?0^'|4^0V ^fet^^ 

[oi6i] (*m> 

P^^:^T^^7/^^if(7)Hffi!7^V[A/NewCaledonia(HlNl) „ A 
/Panama (H3N2), B/Shangdong03^/^fefc*5fe<7)split-product vacci 
ne] WIffiA^«4tlif^) 

Tv^^hrPolyttrC) (100-1000bp N Sigma) e 

[0162] 

[0163] (#80 

j£Afc^ 400 fi g/mlCD3ffi!7^>^700 n g/mltf>PolyI : C£ra t^S:, 

3oo/ i L(i50//L-fo£*r#ie^)'*fllS!-^u $b^43ira^f?fi:^-rs„ SIS 

(Mm) 
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[0164] Sfc, — gP©«»#^*3V^T, Skm ^(DfcNA-IgGfcfo^Hmi£<D±mmtb 
[0165] mMmiO:S 0 "^^>!7^>'?:Poly(I:C)i*tcM*S-^Lfcm-^O^tg(D 

0 ^<Z>!7^:/£Poly(I:C) fc#mftJMft#L 

[0166] (*m) 

Xv^^MPolydiC) (100-1000bp, Sigma) 
^•>*:BALB/c-e?*(63Ifi^ (©„ 
[0167] C^ifcl) 

^HW^^^CMtafeAK^R^JPfflBte^jK) (l-3/*g)£Poly(I:C) (100 
— lOOObp, Sigma), COO. 1 u g— 10 /z gi:— ^^BALB/c^^(6H# N jg) tn 

3rEL 
[0168] flgjfc) 

Poly (I: C) fiW 0 ^^Vfc^36»3ia?«rfci*«>, >CX7/^>iF£W©« 
0). 

[0169] (^2) 

WPW^^vWfflfeABR^IS^^W^M) (l-3/ig)SrPoly(I:C) (100- 
lOOObp, Sigma) „ (DO. 1-10 jtz g£— ^BALB/c^?;* (6518^ tff) d&JMg 
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[0170] 

Poly(I:C) fiW 0 >^ , 7^^>'{-*J-t-'5l^^^^^ie)> "fV 

[0171] (HJ6M1 1 : TK^y^^Poly (I : C) tbhiZ&&&^fcm&(DtbX*(D^V5$h 
*) 

[0172] (TO) 

17^^ : 7K5g^!7^^ at mm xm. JM^Mw^m 

Tv^^MPolyCliC) (100-1000bp, Sigma) 

[0173] 

*-?=7'(ir—X'm&mm-fz>o mfrOT^wrPoiydro uoo-iooobp, s 

igma) Sr^tf l7^^Sr % 300 m 1(150 M l-fo^#|$^)Pf0S^i--5o 

[0174] (^) 

Poly(l:C) tt^Cjt^^Vt^i-SBS^gg^mft, 

[0175] fi*_h<7>£5^ ^PJ^$f^bVN^»^?rfflVNT^0^^J^bTtfc^, 
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[0176] *&mz£9. ^mst^xmrn^^^mmu &xft&m#vs>z.b 
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[I] ^m^^-(Dtcib(DV7^l^V^X, 

A) -&mRNA;$3£tf 

b) mmft&vy^yhmfeitftTtmiifiim. 

[3] ltfrSBJpfJjKtefi, tK^^-T/^, ffB£$M7K*, J^yy'^yjv^ afiynrtrttv^ u# 
MJ!M^'t±l¥©^^S¥^-r/^(SARS^/^) , th^&ffi^^E^^ (HIV) , 

[4] mllE^Jlft:^, 4yy,\,^.y*f <M/v*T?&5, if ^1 ^|E*feO!7^^^ 0 

[5] Mt&^y^-^yhn, 'fyy/l'^y-fy^/Uy.tDHA, NA, Ml „ M2, NP % PB1 „ PB 
2, PA43j;t^S2*^^5^J;9«^$ttS^*<^lo©l^^^hS^tp, If 

[6] H&fla -*^RNAf±, ^^IgASr0^i-5^+^»^-t?#^i-5, If ^1 \z. 
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